decade after the first genomewide linkage studies from the International Molecular Genetic Study of Autism Consortium (IMGSAC) found evidence for an autism susceptibility locus on chromosome 7q, recent advances are beginning to focus on the functional variants that may account for this linkage signal. Sousa et al report association of a potential functional variant of the MET gene with autism in two patient samples. 1 These results increase to five the cohorts in which variants of the MET gene are reported to be associated with autism, suggesting that the MET receptor tyrosine kinase and the molecular cascade through which it signals contribute to autism risk. The Sousa et al manuscript 1 is a continuation of the ongoing efforts by the IMGSAC to identify autism risk genes. The IMGSAC was the first to publish a genomewide linkage screen for autism, and the first to identify a linkage peak on the chromosome 7q region including the MET gene. 2 In the decade since that first report, Figure 1 ). The MET receptor tyrosine kinase participates not only in development of the cerebral cortex and cerebellum, both of which may be altered in autism, but also contributes to gastrointestinal and immune function, disruptions of which co-occur in some individuals with autism. The expression of MET transcript and MET receptor tyrosine kinase protein was shown to be reduced in postmortem brains of individuals with autism compared to age-and gender-matched controls. 4 A number of genetic mechanisms may contribute to the decreased expression of MET in autism. Significant association of the MET promoter rs1858830 C allele was first reported in a 204 family Italian cohort and replicated in a 539 family US cohort. 5 Association of the same genetic allele was reported recently in a third cohort of 101 US families. 6 Importantly, this autismassociated MET promoter allele is functional in cell-based assays, reducing the binding of the transcription factor SP1 and transcription from the MET promoter. 5 The results of Sousa et al failed to
replicate genetic association of the rs1858830 C allele, but identified association of another allele with a similar potential to regulate the expression of the MET gene. 1 
